Background: Most Canadians die in hospital, and yet, many express a preference to die at home. Place of death is the result of the interaction among sociodemographic, illness-and healthcare-related factors. Although home death is sometimes considered a potential indicator of end-of-life/palliative care quality, some determinants of place of death are more modifiable than others. The objective of this systematic review was to evaluate the determinants of home and nursing home death in adult patients diagnosed with an advanced, life-limiting illness. Methods: A systematic literature search was performed for studies in English published from January 1, 2004 to September 24, 2013 that evaluated the determinants of home or nursing home death compared to hospital death in adult patients with an advanced, life-limiting condition. The adjusted odds ratios, relative risks, and 95 % confidence intervals of each determinant were extracted from the studies. Meta-analyses were performed if appropriate. The quality of individual studies was assessed using the Newcastle-Ottawa scale and the body of evidence was assessed according to the GRADE Working Group criteria. Results: Of the 5,900 citations identified, 26 retrospective cohort studies were eligible. The risk of bias in the studies identified was considered low. Factors associated with an increased likelihood of home versus hospital death included multidisciplinary home palliative care, preference for home death, cancer as opposed to other diagnoses, early referral to palliative care, not living alone, having a caregiver, and the caregiver's coping skills. Conclusions: Knowledge about the determinants of place of death can be used to inform care planning between healthcare providers, patients and family members regarding the feasibility of dying in the preferred location and may help explain the incongruence between preferred and actual place of death. Modifiable factors such as early referral to palliative care, presence of a multidisciplinary home palliative care team were identified, which may be amenable to interventions that improve the likelihood of a patient dying in the preferred location. Place of death may not be a very good indicator of the quality of end-of-life/palliative care since it is determined by multiple factors and is therefore dependent on individual circumstances.
Background
Most Canadians die in hospital. In 2011, 65 % of deaths in Canada occurred in acute care hospitals [1] , and yet, many, 63 % according to an Ontario survey [2] , express a preference to die at home.
The needs of terminally ill patients vary, consequently, certain places of death may be more appropriate for some patients than others [2] . According to a conceptual model [3] , place of death results from an interplay of factors that can be grouped into 3 main domains: illness (type of disease, level of disability), individual, and environment. Individual-related factors include sociodemographic characteristics and patients' preferences with regards to place of death [3] . Environment-related factors can be divided into health care input (home care, hospital bed availability, hospital admissions); social support (living arrangements, patient's social support network, caregiver preferences); and macrosocial factors (historical trends) [3] . It is important to note that the preference for home death may decrease with the progression of the illness [4] .
Although the location of death, and home death in particular, is sometimes considered as a potential indicator of the quality of end-of-life/palliative care [5] , it is possible that some determinants of place of death are more modifiable than others and a comprehensive examination of these important factors and how modifiable they are is needed.
Two systematic reviews evaluating the determinants of home death in cancer patients have been published in the past decade [3, 6] , one of them evaluated a single determinant, type of cancer [6] . Several studies examining the determinants of different places of death in patients with and without malignant diseases have been published since these reviews. Studies have shown that satisfaction with end-of-life care is improved when patients die in their preferred location [7] ; an understanding of the factors that influence the location of death could better inform discussions among healthcare providers, patients and their families regarding patient preferences and the feasibility of dying in the preferred location. This knowledge could also inform policy decisions aimed at improving patients' likelihood of dying in their preferred place of death.
Accordingly, we conducted an updated systematic review of the literature to evaluate the determinants of home and nursing home death among adult patients with advanced, life-limiting malignant or non-malignant illnesses to inform discussions about preferred place of death.
Research methods
A literature search was performed using Ovid MEDLINE, Ovid MEDLINE In-Process and Other Non-Indexed Citations, Ovid Embase, EBSCO Cumulative Index to Nursing & Allied Health Literature (CINAHL), and EBM Reviews, for studies published from January 1, 2004 , and September 24, 2013. The full search strategy is available in Additional file 1. The literature search start date reflects the end of the literature search of the 2006 systematic review on the determinants of home death [3] . Title and abstracts were screened and the full text of potentially relevant articles were obtained for further assessment. Study eligibility was assessed by a single reviewer for both the title and abstract screening and full text review, however, studies with uncertain eligibility were reviewed and discussed with a second reviewer.
The conduct and reporting of this review was performed according to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement [8] . The PRISMA checklist is available in Additional file 2.
Eligibility criteria
We examined studies that evaluated, a priori, the determinants of death at home or nursing homes compared to hospital. Studies published in English between January 1, 2004, and September 24, 2013 in adult patients diagnosed with an advanced, life-limiting condition not expected to improve or stabilize were considered. For observational studies, only those that used multivariable analyses to adjust for potential confounders were included. Duplicate publications and studies that did not report either the adjusted odds ratio (OR) or relative risk (RR), and 95 % confidence intervals (CI) for any of the determinants of place of death specified below were excluded. Similarly, studies in which more than one place of death was combined in the results (for instance hospital, hospices and nursing home deaths combined as institutional deaths) were excluded.
The following determinants were evaluated as specified a priori: type of disease, symptoms such as pain, hospital admissions, functional status, availability of home care, palliative care in the place of residence, patient and/or family preference for place of death, living arrangements, presence and support for informal caregivers.
Quality assessment
The risk of bias in the cohort studies included was assessed using the Newcastle-Ottawa Scale (NOS) [9] . In the NOS, a study can receive a maximum of nine stars on items related to the selection of the patient population (4 stars), the comparability of the groups (2 stars) and the assessment of the outcomes of interest (3 stars) [9] . The quality of the body of evidence for each determinant was examined according to the Grading of Recommendations Assessment, Development and Evaluation (GRADE) Working Group criteria [10] . Factors considered in the assessment included study design, risk of bias, inconsistency, indirectness, imprecision, and publication bias [10] . The overall quality was determined to be high, moderate, low, or very low using a stepwise, structural methodology.
Data extraction
Pre-determined forms were used to extract data on study design and characteristics, patients' characteristics, and study results. The following study characteristics were extracted: year of publication, number of participants, country where the study was conducted, setting, study design, patient population, and determinants of home and nursing home death included in the multivariable analyses. The following patient characteristics were extracted: age, sex, type of underlying disease, preferred place of death, and actual place of death.
Data analysis
The adjusted ORs or RRs, and 95 % CIs for each determinant of home or nursing home death compared to hospital death were extracted from the studies. Heterogeneity was measured using the I 2 statistic.
[11] Meta-analyses were performed when more than one study was available for a given determinant and in the absence of considerable heterogeneity using the inverse variance method and a random effects model. Stratified analyses were performed for variables such as type of disease, setting, or country where the study was conducted if deemed necessary to explain the heterogeneity. Meta-analyses were performed using Review Manager (RevMan, version 5.2. Copenhagen:
The Nordic Cochrane Centre, The Cochrane Collaboration, 2012).
Results
The database search yielded 5,899 citations (duplicates removed), one additional study was identified through consultation with experts. Figure 1 shows the breakdown of when and for what reason citations were excluded from the analysis.
Twenty-six retrospective cohort studies using multivariable analyses met the inclusion criteria [2, . Tables 1 and 2 show the characteristics of the patients included in these studies. Further information on study design and adjustment factors included in the multivariable analyses is available in Additional file 3.
The results of the studies evaluating the determinants of home and nursing home deaths are shown below.
Determinants of home death
Twenty-one retrospective cohort studies evaluated the determinants of home versus hospital death using multivariable analyses [2, 12, 13, 17-27, 29, 30, 32-36] . The multivariable analyses were based on previously collected data from administrative databases, previous studies' databases, caregiver surveys, or chart reviews.
The sample sizes ranged from 99 to 1,402,167 patients (patient deaths). In most studies where non-participation was reported, the rate ranged from zero to 26 % [2, 12, 13, 22-24, 29, 32, 34] . One study reported that 34 % of the The study was originally included based on data from a 2013 conference abstract, however, the results of its subsequent publication in the peer-reviewed literature in 2014 was incorporated in our analyses. [36] d 2007 data shown (N = 65,435) e non-cancer patients data shown (N = 2,511) f Data for England and Netherlands used in our analysis as the data for Belgium may be a duplicate of another publication already included in the analysis [19] . Results for England are shown on this table Data for England and Netherlands used in our analysis as the data for Belgium may be a duplicate of another publication already included in the analysis [19] . Results for England are shown on this table patients were excluded either due to missing data or due to ineligibility, [30] and 1 study reported that 49 % of questionnaires mailed were not returned [21] . All studies identified adjusted for illness-related factors, all but one study adjusted for sociodemographic factors [26] , and only 2 studies (10 %) did not adjust for healthcare service availability factors [12, 27] . Additionally, 4 (19 %) studies included patient and/or family preference for place of death in the multivariable model [2, 20, 21, 23] . Eleven (48 %) studies reported on the study time-frame -these studies used data collected during the last year of the patient's life [2, 17, 20, 22, 23, 25, 32, [34] [35] [36] . The risk of bias in the studies was considered low, 4 (19 %) studies received 8 out of 9 stars in the NOS scale, 11 (52 %) received 7 stars, and 6 (29 %) studies were awarded 5-6 stars ( Home death occurred in 21 % to 78 % of the patients (Table 1) . Four studies (19 %) reported the patient and/ or family preference for place of death [2, 20, 21, 23] ; of those who stated a preference, 26 % to 85 % of patients preferred a home death, as did 45 % to 65 % of family members. Table 3 summarizes the adjusted ORs of home versus hospital death reported in the studies identified, Figs. 2, 3 and 4 show the forest plots of the meta-analyses performed. The results were stratified according to setting, i.e., whether the patients were receiving home palliative care services or not. Factors that were associated with an increased likelihood of home death included nurse and family physician home visits, multidisciplinary home palliative care, patient and family preference for home death, cancer compared to other diseases, timing of referral to palliative care, worse functional status, not living alone, presence of an informal caregiver, and caregiver coping. On the other hand, factors that decreased the likelihood of home death included hospital admissions in the last year of life, admission to a hospital with palliative care services, and some diseases such as cardiovascular versus other diseases and hematological cancers compared to solid tumours. None of the studies identified provided data on the association between symptoms and home death.
Determinants of nursing home death
Ten observational studies using multivariable analyses evaluated the determinants of nursing home versus hospital death. [14-16, 18-20, 27, 28, 31, 32] . These were retrospective cohort studies based on previously collected data from administrative databases or chart reviews that originated in various countries and regions: 1 in Canada [32] ; 3 in Europe [18] [19] [20] ; 4 in the United States [15, 16, 27, 28] ; and 2 in Japan [21, 31] . None of the studies were disease-specific, 6 (60 %) were restricted to nursing home residents [14-16, 20, 28, 31] ; the remaining studies included a general end-of-life population some of which were nursing home residents.
The sample sizes ranged from 86 to 237,579. The nonparticipation rate was low in the only 2 studies that provided such data: 1 % [31] and 2 % [32] . All studies identified adjusted for illness-related factors and healthcare services availability. Eight studies (80 %) adjusted for sociodemographic factors [16, 18-20, 27, 28, 31, 32] . Additionally, 5 (50 %) studies included patient and/or family preference for place of death in the multivariable model [14-16, 20, 31] . Three (30 %) studies provided the study time-frame -these studies used data collected during the last year of the patient's life [20, 28, 32] . The risk of bias in the studies was considered low, 2 (20 %) studies received 8 out of 9 stars in the NOS scale, 3 (30 %) received 7 stars, and 5 (50 %) studies were awarded 5-6 stars ( Table 2 , details in Additional file 4). According to the NOS assessment no serious limitations were identified in the patient selection and outcome assessment, moreover, the study results were based on multivariable analyses adjusting for possible confounders.
Most of the patients were older than 65 years of age and between 27 % and 100 % were male. Nursing home death occurred in 27 % to 87 % of the patients in the studies restricted to nursing home residents [14-16, 19, 28, 31] and from 17 % to 23 % in the studies in a general end-of-life population [18, 20, 27, 32] . Details in Table 2 . Table 4 summarizes the adjusted ORs of nursing home versus hospital death reported in the studies identified, forest plots are shown in Figs. 5, 6 and 7. The results were stratified according to setting, i.e., studies restricted to nursing home residents and studies in a general endof-life population. Factors that were associated with an increased likelihood of nursing home death included palliative care services available in the nursing home, having completed an advance directive, patient or family preference for nursing home death, some diseases such as dementia, stroke and end-stage disease, functional status, admission to a hospital-based nursing home, and a longer duration of stay at the nursing home. Among nursing home Decision not to re-hospitalize in the event of a crisis (vs. no) 1 study 40.11 (11.81-136.26 ) [24] Informal Caregiver-Related
Presence of informal caregiver (often vs. none or sometimes) 1 study 2.30 (1.20-4.60) [20] residents, with the exception of one study [19] , a higher likelihood of a nursing home death was observed in patients with cancer compared to patients with other diseases across the studies identified ( Figure 6 ) [15, 16, 20, 28] . Excluding the result of that study [19] yielded a pooled OR for nursing home versus hospital death of 1.91 (95 % CI: 1.69-2.16), and decreased the I 2 from 99 % to 58 %. In contrast, within a general end-of-life population not restricted to nursing home residents, there was a trend towards a lower likelihood of dying in the nursing home compared to hospital in cancer versus non-cancer patients ( Figure 6 ). Inconclusive results were observed for the association between nursing home death and living arrangements. None of the studies identified provided data on the association between symptoms and nursing home death.
Quality assessment and grading of the evidence
The evidence identified consisted of observational studies based, in most cases, on large databases. Nevertheless, as per the NOS assessment, given that no serious limitations were identified in either the patient selection or outcome assessment, and considering that the results reported were based on multivariable analyses adjusting for factors that had previously been identified as affecting place of death, we considered the risk of bias to be low. Non-participation was not considered a serious risk of bias since, given the nature of the studies being based on large databases, non-participation was not believed to be related to either the exposure or outcome.
The quality of the body of evidence was considered low to very low. According to the GRADE Working Group criteria [10] , observational studies are considered low quality. In our assessment, the quality of the evidence was downgraded to very low in a few instances due to either imprecision or inconsistencies in the study results (i.e., association between caregiver health and home death; caregiver satisfaction with support from family physician and home death; living arrangements and nursing home death). Otherwise, no downgrading of the quality of the evidence was deemed necessary as no serious limitations were identified for risk of bias, inconsistency, indirectness, or imprecision. No evidence of publication bias was observed. Informal caregiver health (excellent/very good vs. fair/poor) 1 study 0.64 (0.20-1.99) [2] Living Arrangements
See Figure 4 Abbreviations: CI confidence interval, OR odds ratio, RR relative risk, vs versus a Consisting of home care without involvement from palliative care teams [36] b
The reciprocal of the OR or RR and 95 % CI provided in the study was used in very few instances where necessary to ensure consistency of reporting; for instance if the OR of hospital vs. home death was provided instead of the OR of home vs. hospital death, or if the OR for non-cancer as type of disease was provided instead of cancer (OR home vs. hospital death = 1/OR hospital vs. home death) [37] Study results were not pooled due to considerable heterogeneity, i.e., inconsistency in the direction of the study results (1 study with results favouring nursing home deaths and 1 study with results favouring hospital deaths)
Discussion

Summary of the evidence
In this systematic review of the literature, we identified factors that were associated with home and nursing home death. This systematic review corroborates the results of two past systematic reviews while contributing with additional results in non-cancer populations and evaluating the determinants of nursing home death. Nevertheless it should be noted that approximately a third of the studies included solely cancer patients, and 4 (14 %) other studies included at least 50 % of cancer patients. Therefore caution should be used when generalizing these results to more specific disease populations, especially as our results suggest that cancer patients may be more likely to die at home than in hospital compared to non-cancer patients.
Limitations
We only included studies that adjusted the results for other factors potentially associated with place of death as per a conceptual model [3] . Nonetheless, the analyses were constrained by the variables included in the original studies, for instance, although most studies adjusted for factors related to the illness, individual, and the environment, few studies adjusted for patient or family preference regarding place of death. One of the limitations inherent to this literature is the reliance on observational and often retrospective studies. The lack of randomized controlled trials (RCTs) in the literature may have been due to the fact that many determinants evaluated do not consist of interventions that patients can be assigned to. Some of the factors evaluated such as availability of palliative care in the place of residence or home visits by healthcare personnel may be amenable to an RCT design, however, possible difficulties in performing an RCT in end-of-life circumstances may have hindered this type of investigation. Considerable heterogeneity was observed in some of the meta-analyses undertaken, which may be due to the narrow confidence intervals stemming from the large sample sizes. Heterogeneity could not be further explored by meta-regression given the relatively small number of studies available for each determinant. Although studies from different countries were used in our analyses we noted that the direction of the effect for the different determinants was consistent across countries. Despite including studies from different countries, by restricting our literature search to publications in English, studies from some countries may have been unintentionally excluded, which may limit the generalizability of the results to such contexts. Our analyses did not directly focus on cultural and demographic factors such as patient age and sex, ethnicity, and socioeconomic status, however, these factors were accounted for in the analyses as most studies adjusted for at least some subset of them in their multivariable analyses.
Clinical practice and policy implications
Studies have shown that satisfaction with end-of-life care is improved when patients die in their preferred location [7] , and information on determinants of place of death identified in these analyses may be used by policy makers to attempt to create conditions that enable patients' dying in their preferred location. Place of death, per se, may not be a very good indicator of the quality of end-of-life/palliative care since it is determined by a complex array of factors, some of which are not very modifiable, therefore the appropriate place of death being dependent on individual circumstances.
Some factors identified in our analyses are related to the illness and may not be modifiable, for instance type of disease, living arrangements, and the presence of symptoms that result in frequent hospital admissions. However, it may still be important to keep these factors in mind when discussing the feasibility of dying in the location of preference with patients and family members. On the other hand, if feasible, some of the factors identified can be acted upon in order to improve the likelihood that the patient's preferences will be met. Modifiable factors include the presence of a multidisciplinary palliative care team in the home and the availability of palliative care services in the nursing home, providing support to the patient and caregiver, and a timely referral to palliative care services.
Conclusions
The location of death depends on multiple factors that include the patients' sociodemographic characteristics, social support, as well as illness-and healthcare-related factors. Having an understanding of these factors better informs the discussions among healthcare providers, patients and their families regarding patient preferences and the feasibility of dying in the preferred location and may perhaps help explain the incongruence between preferred and actual place of death.
Additionally, modifiable factors such as early referral to palliative care and presence of a multidisciplinary palliative care team in the patient's residence, among others were identified. Applying these interventions may improve the likelihood of a patient dying in the preferred location. 
